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A— (CH^ m -X— (C^^/^. 



[tfl5£] 
£ 1 




0 
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a ( p-^-^c^. £j.ol=^.A}-l] -f[-£.^(|{ a , J3 -Unsaturated hydroxamic acid 

derivatives} 

^rfe 7]#&o) g n fto>3 ^2fl7l#] 
<2> ft t'Sft *]£ft ^W^HI 3*H 7>*l2. *W -fr-g-^r 4* $ 

«H is aA]£)^ a.p-MSj- AHHJW) ^1 A 1- -fr£*H W 3M4. 

<3> 1] 

A— (CH 2 ) ra -X— (CH^nv^/^, 



<«>#7HH, 

3.:M*r, «WHJM7l, 6 Mlc7l, qS£7|, A] 6^71, Ci~C 4 «7], Ci~C 4 fifA] 




O 
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71, Ci~c 4 oH^ja^, Ci~c 4 WW, Ci~c 4 C1--C4 

Ci~C 4 m*\SL7], Ci~C 4 ^WAStt^, Ci~C 4 Jfl#*£3.WAl7l, 7>s.4^7l, 

Ci~c 4 W^l^-aji^l, jfl^7l $ «Ms*M«7i f^H i ifl^q 47^ *l£ 

<6> m £ 0 vfl*| 43] q-E]-ifl3l; 

<7> n^r 1 ifl*| 421 M-^Hji; 

8 * f 

OR, OR, — S — N— 

X- _c-n-, -o-c-N-, 0 , Sfe o 1- v+^Ji; 
o> r x $ r 2 ^ ^ SEfc Ci~C 4 W7l# 

<io> tf(cancer)* ^^MMS- 4**M 7># £tt ^HW. # 

jq-OTH 33 « 7)&] *^*M£ i-^*}*, «-ir* 6 H 

5q S is] f.o.s. <G«fl 43 $ 7fl?ll-i &* Jf^l^lJi 5^4. 2 

fc, ««*1 &* W^fl7> ^ /H^SU^. *W 7fl^<H ft 

4 ft* W #* 4^4 £* *]s. »o] flfc Afls^r 7ii 

<ii> «q 43 ( DNA 4*11, €4, <r4, $ £$433 Tflaill* <$m 

t 1 * « DNAi ^ fc<H44 SIM ^ 1« *fci*. ***H 
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-fr€* r 2H*Kr qthfr W. * 2:34 

<12> A*\>$%&A ^3t7> 3*1, *Sh « 43 

tSj^ 444334 344te 7^ ^ $0.3. ^#xfl 
^ 9»ltr4[Paul A. Marks et al., Current Opinion in Oncology, 2001, 13, 
p477 ~483] . 

IW] *\$= 441 

<i3> # ^4i:^ *i^€ y°}*mm q«3-a- q.p-Its^- sm^a^ 
3&4. 

<i4> 44^ ^ uras- ^hismi 7>4fe <iir *w 
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<16> £ ^£ tf£ IS. SA)£)^ 0]^ O.S S^Brifr 

<17> [3^3 1] 



<19> #7H A 1, 

<20> A^r *m £fe al^lM ^7], 2^ ^N^W^lf- M-eHH, § 

3.m*\, t}o]E.^)7], o}v)±7], aHM, Ci~C 4 t^7l, Ci~C 4 W*l 

71, Ci~C 4 6M^tt7l, Ci~C 4 S««Mic7l, Ci-C 4 <>H37l, Ci~C 4 6>^^Hii7l, 
Ci~C 4 6 ^Bli7l, Ci~C 4 ^W^S^l, Ci~C 4 ^WiLS-t^l, ^>=4^7], 
Ci~C 4 ^171-3^7], ^ ^|B||S.4 0 l#7l ^3 1 47B51 

7)^ ^lfl ^ 
<2i> m£ 0 ifl*] 42] t+Bfiflji; 

<22> n£ 1 Vfl^l 4^ M-Eflflji; 

<23> o R, Q 

II I 1 

OR, O R, — S— -N-rp-r-. 

Xfe — C-N- -O-C-N— , O , £ir Q, # l^Bj-tfljl; 



<18> 




O 



44-9 



W 1020020019712 *3 2003/4/11 

<24> Rj $ R 2 fe £fe Cl~C 4 M7l* 44^4- 



<25> ^ ^oiia^ »»Q-w *M£4 0 lWfe % $ £4M ^€ *Ns 
^^7> «W- n. 0)$ 5€*> Sfe 6« aiB^I £M*H, ^71 W 
^ nelfe ^ Jl^ (condensed ring)^ =r£. OT- W^f ^S4 0 lt7l3^r ^ 

^s^em, SHM^. slfcM^. 44*^2]^, oini^ta^^ia, 3 d V*s 

«. 5f^, *H-HM1. fl^a, oi^Hfr. ^so]^^, 441, «a 

<2s> ^]^s4cl#7l'fe ^>i, % ^ *H3.€t>}7> s}4 n 

£M 5^7> SE-c- 6€4 ^71 i^fe 3r£oiel Sfe 4* *N 

SJie}^ 3}^ Jl 5] (condensed ring)^ $14. «H3.4 6 l*7lSfc A 

<27> ^Ci~C 4 'fe ^ ^WKr afl^ 

C2~C8# ^WW. 
<28> ^S^'^r ^i, «f- 2fe -fiJLS.1- ^JflW. 

<29> M^'fe «7l, if7l, /r=S.€7l, oliK.S.^71, jrWl . 
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<30> 



x Ci~C 4 t^W'Sr i^l7l, /r» 3.^71, ol^HS.#Al7l, t!4 



a] 7], /2-W>l7], o]^Y^l7], terZ-WW f-o] 

<3i> v d~C 4 tffloHWl'fe y\M|!<>W^7l, iV.iV- cW 1^1^71, M/F-c^^Hii 

<32> Xi~C 4 .oHi^Vfe <>Ml7l, »a4ii^7], ^^k^7l %■<>] 3E^4. 

<33> ^Ci~C 4 oVS^H^l'fe «»M1^1S:7], HS^l^WM, ^Ic^M^] 

<*> Xi~C 4 tttt^l^l't ^1^^-71, «fll^7l, /r=£.^3£7] 

<35> ^i~c 4 ^WAs*tt7l'fe He] 1-^5.^1^71, *WF£s4l*7l it 

<36> Xi~C 4 3t| f Jf.SL3.t^l 71'^ He) «£3.i* 4*1 71 , lEHfiSl 4*1 7l %<>} 

<37> ^Ci~c 4 w^ss^rfe i^fi-sii^i f-^i 

<38> *d~C4*IM SKM'fe tS^S, «HS**1. ^IBS, Alofjc, ^ $ 

*MS.4°l#7l f^*1 1 *-fl*l 47fl^ *1$7]7V °flt7l, /rM^ 

7], c]±2&*7], /Hf«7l, oliJf^7l, s«r^-l7] ^ /er^t7l7> 3£t€4. 

<39> & ti^l 4€ #7] is sais)^- ^ 2s. a^isi 
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<40> [^-t}-^ 2] 

A— (CH 2 ) m -X— (CH^ 




<4i> tf 7 14H. A, ra, X, 3 n£ AA WW 3^1$ «>4 R 3 ^ ^ 

ci~c 4 «7i# wm. 

<42> R 3 7 } Cl ~C 4 £^7l°l #71 23. 31*1 3fe W ^ 6 1S.^A]0>^1 

a>^-§h, ^^t> *3. Ci~c 3 tt?Hr. 3€33*m, ate Ai/f-tm* 

i^ol-p>olH(DMF) nE)JL <$7)3.X\ if- ^r^M-Bf", ^Jftlrf-, WHf, 
terHMM^f- 0 TC ifl*l ^£<M 1 ~ 24 !>-§- 

<43> R 3 7 ]. ^i^Tj-dl -8-71 S^H 23. a*i3fc J^-S^ltf *1§M 4* * 

3, EUtf Sa^Hs., <2.<3sHl(PCl5), 4*m 6 J, #32Hh^ aJ^A^ $ 

3, *SSM-*lHSW(lHF), *}^, 3#33»im, Hfe DMF n^JL <$7}3.*\ m 
M HaH^Kl, sl^. ^WBf-, ^«f-, ^VM-Hf-, £ 
^ 2:^0.3 0 "C vfl*] ^£<*M 1 ~ 24 a13*# ^Al^tf. 

<44> sth #7l aj*W is 3>ls|^ t^g- 3^.s £Al£|te 

43 31*1 3 ^t£-§"*H «r 

<45> [sHH 3] 
A-(CH 2 ) m — R< 
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<46> [s^^ 4] 
R1 _ N _^.(CH 2 ) 1 




O 



<*> ^7HAj, A, d, R 1 . n, £ R3^r 43" tf7H*1 *}9\- *3i; R% OH ^ C0 2 m 

mm. 

<48> R 4 7 > Kg S%-%%2\ S^S. gtS}*! **| A}-g-*H S 

4^6.3. *r 5A4. ^^ t fl, H^H^olW 2£ -B^H^, 4-tH 1 goM^ 

3)5l^(DMAP)4 ^B, THF, «>HStlHt f ^#S.5.i^r, DMF4 -g-*fl 

Al 2 ~ 24 

<49> R4 7 > COjjH"?! W^l lt s i^ £^3. £3*1 «>tflS A}^£ A}-g.*H 

4^ 4-^^l^l^e)^(DMAP)3l- #*fl ^aB^HI . 3#3.3.*03:, DMF4 
2£ MUM -g-'B 2:341*1 , l,3-rl4°l^S«l^?1-SiL^o)plH(DCC), «l£ (2-^-3-4 
AmeJt^i^sMH #3.eH-S.(Bop-Cl), £fe l-(3-^i^6H2n=Sl)-3-^^9>a 
a.r]olPl= $*Hr*i<EDC)# 4-g-«H o t vfl*| ^£<*W 2-24 Al^oj- 

tH-Aitl4. -g-^BSAife 4-g-t 4 s $14. a*. W 1>-I- 

<50> 31$, ^-71 23. SAl£|^ STO£ C^g- 5^ 5S SAlSlfe 

4^ t 5£4: 
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<5i> 5] 



.OH 



<82>-^7HAf|, A, O, X $ n£ 44 WW 33$ 44 44. 

<53> ^-71 ^hg-i^fe -S-71 S^M 53. H*13fc Wtt #-§-*rxr fW 6 lH 

Iffl ^ofl, $3|*|E. ty^-g wlB^l #-§-(Wittig reaction)-!: <r*8tr4. 

#71 £31*1= WMfil 3«:#-§-£ £^1 W^±S. i€ 

•§-(Swern oxidation) ±3 <r^tr4. 

<54> #71 53 JLAlSl^ ^t#^r 4£ 6 ^ J^«M 73 S^S]^ 3^f" 

4 *d#tt 4 Sflfe ^TO-S-^r <r*8*H *fl£t &4: 
<55> [^-^ 6] 

A-tCHj),,,— R« 
<56> [^-f^ 7] 



<57> # 7 H^, A, m, R 4 , R 1 ^ nfe 44 #7H*1 w>^ 44. 

<58> Htb, #71 53 4£ 83 fi^fe 5]-TO# «: 

<59> [se^ 8] 
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<60> #7l4W, A, m, X, ^ n£ AA #7HH ^^tt 44 R 5 £ Ci~C 4 «7l# M- 

*8*Hr «}, i^tfi HAIH4 H£ tqol^^^f-Pl^ *|-olH2l-olH(DIBAL-H)l- 4-§-*H 

0 t vfl*l 1 ~ 24 AjTi^oj- tiJ.-g.Al?! 4. 

<62> Aj-7] 3^*| 83. 5*f#£ 4w 9 £ 10^.S SAlEl^ ^- 

<63> .[5^ 9] 

A — (CH 2 ) m R 2 

<64> 10] 



<65> $ 7 ]^ t a, m , R2, n g R 5 -c- 4^ #7l<>)H w}^- R6£ SO^lf- 



<66> aj-71 ^l>-g-£ ^«>^ Ci~C 4 tj#ss^#, DMF, Hfe #4 

3^ -MI*H 4*3 ^71 $«H1 93. a*14fc 0 £ 

Ai 2 ~ 24 4Kacid) W>7l fl«H BBH 




** ^1* ^ fl4. 
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<6?> # 7 ] as. s.*)q$= 3-^f-£ 4£ us. a*ls|*r ^tft # 

<68> [^.flj-^l 11] 

A— (CH 2 ) m — W (CH^^^^. 



<69># 7 H-*1, A, m, n ^ R 5 -cr AA WW £:a; R?£ SI- vW14. 

<70> ^-71 tf$i&-g-£ ■g^AS Mi <gm #3 4^(0X0NE)^ 4 

^ A}-^*), Cl ~C 4 -§-*H^ 0 TC ^&W 2-24 Al^«?> 

<71> ^71 US 4£ 12 ^ J?*W 13^3. X^fe 

<72> [5^<b] 12] 
A— (CH 2 ) m — R» 

<73> 13] 

R9 (CH^s^/^ 



<74> ^H*!, A, m, n ^ R 5 £ AA WW 33$ W ^ R 8 £ SHI- q-^iflai; R9^ 

<75> ^71 2:^^.3. ^t^Rr 4, <4# #3 ^ftW. terHM" 

Al^filf «7], DMF4 *& -g- B B *fl*l 100 2-24 




o 
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% ELsL*\lL3.m ^4 ^ofl <5^H £3 $ 3*0$ =r $14- 

<77> tb^, -g- 4^- W ^^-S ^t 1 £^ bI^t 1 <r 

; *<W; £1M§ -M^, ^4 2£ f-<>14. «m +«W 

^>£s. sa^fe. Wl. *r 

<78> £Efb, -g- £^41 -3-71 IS 3LM3fe ^tti w}4 ^ 

5] SE^ oflHM- ^-5-S ^-^-S f-<^ ^ $14. €^I^^.S ^M* 

£ 40], a.^7fl g 7lEl- «S] ^f- JL3|*H £3*Kr «>, ttW«LS.,^^l 

7l^o.S ^T^^Wfe 0.05 ~ 1,000 mg/^Wt^WSfc 10 ~ 1,000 mg/ 
Jfc^ji, JM*Wfe 0.01 ~ 300 Bg/^(wV^«1-7lS.^ 0.05 ~ 100 mg/ 

tt)* MW. Etb, ^Mfe ^>^-°ll # $ £fe *H ^ 
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<*»-fi*H 1 : y^[4K2-*>«»l=^l^>Si3>JE.^-wN)^l]-4-(4-^2l^-3-^it^^^ 
-1-^)^!S:0>?H£. 



<8i> (i-i) 4-(4-^em^3-^l3^^-l-?Dte4 0 lHt 

<82> l-(^£-3-^t)^s|-3l(549 mg. 3.10 mnol), (375 
mg, 3.10 mmol), H K 2 C03(643 mg, 4.65 mnoDt- DMF(50 mLH f - 80 "C 

a #4 ^ *W* ^^^s. ^zHW °H1 

e)HB(30 mL)S ^<H§ * ^S^S- ^ 

3% Pfl^/CH 2 C12)°1 *33 MPLCS. 3*II*W ^ 5L*W ^ ^ 
#(326 mg, 38*)* £#4. 
<83> 1h NMR(CDC1 3 /™S) 8 2.59(apparent t, 4 H, >5.1 Hz), 3.33(apparent t, 4 H, >5.1 
Hz), 3.57(s, 2H), 6.85(m, 2H), 7.27(b. 1H), 7.48(m, 2H), 7.69(m, 1H), 8.53(m, IB), 
8.57(m, 1H) 

<»4> (1-2) 3-(4-{[4-(4-3q^^-3-^^l^^^-l-^)€2:^«>Mic]ilH^) 6 >at'a: ^ 

<85> 4-(4-^5l^-3-^il3f|^^-l-<a)^!2^olB^(330 mg, 1.19 mmol)* 

<gtf(20 aLH * 80 t ££3. W ^^Sr^S. 

1^4^. ^ ^oj-s^^-S 3fla^5flt|-. #4* LiOH £^-§-^(pH 9H -§-*H4?l 
* #tfS?i.a3. ^ * ^3 10% HC1 ^r-g-^pH 2)°fl -g-*fl 
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<«6> -£7HH W> 3-[(4-aW^l)^MH 5 ti>t]: it 

<* 3-^(287 mg, 1.19 mmol), 1-«H = ^^^1 Hi (240 mg, 1.78 mmol), % 
DMAP(29 mg, 0.24 mmoDt- *\?)&(20 mLH $7}*}^ ^ . EDCX341 mg, 1.78 

mmol)!- ^7>*Val -g^H #Afl sa>^^4. ^^iL^ 
^t\jL, NaHCOa ^-8-^(20 mL)# $7Hi-£4. *W* 5% °il W/CH 2 C1 2 -8-°4 
(30 mL>3) ^**}ul, -Mfrfr ^S(MgS0 4 )^31 ^tfS^S. f ^ 

^e|7>l(-§-t^: 4% f)m-i-/CH 2 Cl 2 H MPLCS. ^g^(|^><^ ii£ 31^1^ £ 

*fl 3^#(482 mg, 84%)£ 

^ !H NMR(CDCl3/MS) 51.34(t, 3H, J=7.2 Hz), 2.60(apparent t, 4H, .7=5.1 Hz), 

3.30(apparent t, 4H, J=5.1 Hz), 3.57(s, 2H), 4.26(q, 2H, J=7.2 Hz), 4.64(d, 2H, / 
=5.7 Hz), 6.32(br t, 1H, M.7 Hz), 6.41(d, 1H, J=15.9 Hz), 6.88(m, 2H), 7.27(m, 
1H), 7.36(d, 2H, J=8.1Hz), 7.49(d, 2H, .7=8.1 Hz), 7.64~7.72(m, 4H), 8.53(m, 1H), 
8.57(m, 1H) 

<88> (1-3) A^[4-(2-^6lH^Al7>34s.^ti]^)^il]-4-(4-^elia-3- , ail^^3l-^-l- , a)€ 



<89> 1.76 M NH 2 0H7> Me0H(1.23 mLW *o>flfe -g-*W, 3-(4-{[4-(4-3i|^^-3-^ilsl 
Sll^-l-^)^^^]^]^^}^^) 0 ^!^ il ofliEllH(150 mg, 0.31 mmol)!- 3 
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7>e>ai 24 X|^6V 3^34. wV-g- ^HWjI, #*Hr 1 M HC1 

MeOH/CH 2 Cl 2 /i^^ Tflg^o) ^ ja*^ $W(67 mg, 46ft)& 

4. 

<90> 1H NMR(DMSO-cfe) 62.56(m, 4H), 3.28(m, 4H), 3.62(br s, 2H), 4.4 5(d, 2H, 7=5.7 
Hz), 6.42(d, 1H, 7=15.9 Hz), 6.96(m, 2H), 7.31(d, 2H, 7=8.1 Hz), 7.37~7.45(m, 
2H), 7.50(d, 2H, 7=8.1 Hz), 7.76~7.79(m, 3H), 8.50(m, 1H), 8.54(m, 1H), 8.78(br 
t, 1H, 7=5.7 Hz), 9.01(br s, 1H), 10.73(br s, 1H) 

<9i>^Aldj) 2 : ^[4-(2-*>olH^Al7>3B>JE.^til^)^^]-4-(4-^^^-2-^il^^^-l- 

<92> <£aH 12] ^#1H sBftq, ^ K^em-S-'lHlWm cflAioll 

<93> (2-1) 4-(4-3q2lTa-2-^^|l^^el-^-l-^)^!SM-6lHl 

<94> ^-§- : al^l) 

*H NMR(CDC1 3 /TMS) 62.66(apparent t, 4H, 7=5.1 Hz), 3.36(apparent t, 4H, 7=5.1 
Hz), 3.72(s, 2H), 6.84(m, 2H), 7.19(m, 1H), 7.42(m, 1H), 7.48(m, 2H), 7.68(m. 1H), 
8.59(m, 1H) 



^ 1020020019712 #3 W : 2003/4/11 

<96> .(2-2) a-CMU-C^sl^-^^l^^^-i-^)^^^^!^]^!}^^)^!^ i 

<97> <r-§- : 38%(^ aL*fl) 

^ !H NMR(DMS0-^) 61.25(t, 3H. >7.2 Hz), 2.57(m, 4H), 3.28(m, 4H), 3.66(s, 2H), 
4.18(q, 2H, .^7.2 Hz), 4.46(d, 2H, tt.7 Hz), 6.59(d, 1H, .M6.2 Hz), 6.96(m, 2H), 
7.26~7.34(m, 3H), 7.27(m, 1H), 7.33(d, 2H, ^8.1 Hz), 7.48(m, 1H), 7.60 - 7. 68(m, 
3H), 7.75~7.81(m, 3H), 8.51(m, 1H), 8.80(br t, 1H, >5.7 Hz) 

<99> (2-3) ^[4-(2-^o)H4Al7>H4^«l^)€^]-4-(4-^3lTa-2-^il3q^^-l- , a)€ 

<ioo> ^£ : 59%(^ JI*ll) 

<ioi> i H NMR(DMSO-cfe) 8 2.59(m, 4H), 3.28(m, 4H), 3.68(br s, 2H), 4.45(d, 2H, >5.7 
Hz), 6.42(d, 1H, >15.9 Hz), 6.96(m, 2H), 7.26~7.34(m, 3H), 7.43(d, 1H, >15.9 
Hz), 7.47~7.52(m, 3H), 7.77~7.81(m, 3H), 8.51(m, 1H), 8.78(br t, 1H, /=5.7 Hz), 
9.02(br s, 1H), 10.73(br s, 1H) 

<i02>^Al6g 3 : yv-[4-(2-^6]H4 A 1^4a^«l^)€^]-4-(4-^^^-4-^^)^^|S}-^l-l- 
<S)€2^W-°lH 

<103> #71 15] ^S^oll S^S), t}i?V l-(S\^S-^tW}^ ^fl^li 
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<104> (3-D 4-(4-^^-4-«H€^^-l-^)€^MHt 
<105> ^fr : 59%(^£ 

<106> a H NMR(CDC1 3 /TMS) 8 2.59(apparent t, 4H, 7=5.1 Hz), 3.35(apparent t, 4H, 7=5.1 
Hz), 3.56(3, 2H), 6.85(m, 2H), 7.30(m, 2H), 7.49(m, 2H), 8.56(m, 2H) 

<iov> (3-2) 3-(4-{[4-(4-^^^-4-^il^^le)-?l-l-^)€2^<»H^]ilH^) 6 Val>a: i 

<ios> ^4 : 94%(^ 3.%}) 

<10a> lH NMR(CDC1 3 /TMS) 61.33(t, 3H, 7=7.2 Hz), 2.60(apparent t, 4H, 7=5.1 Hz), 

3.31(apparent t, 4H, 7=5.1 Hz), 3.56(s, 2H), 4.26(q, 2H, 7=7.2 Hz), 4.65(d, 2H, 7 
=5.7 Hz), 6.36(br t, 1H, 7=5.7 Hz), 6.41(d, 1H, 7=15.9 Hz), 6.88(m, 2H), 7.30(d, 
2H, 7=6.0 Hz), 7.36(d, 2H, >8.1 Hz), 7.49(d, 2H, 7=8.1 Hz), 7.66(d, 1H, 7=15.9 
Hz), 7.72(m, 2H) 8.56(m, 2H) 

<no> (3-3) JlH4-(2-*HH^Al7l-s V] ^ )^l^]-4-(4-^ 5J ^-4-^lsl ^^-1-^ )« 

<m> : 54%(zH jl^fl) 

<112> lH NMR(DMSO-cfe) 62.52(m, 4H), 3.28(m, 4H), 3.57(s, 2H), 4.45(d, 2H, 7=5.7 Hz), 
6.42(d, 1H, 7=15.9 Hz), 6.96(m, 2H), 7.32(d, 2H, 7=8.1 Hz), 7.36(d, 2H, 7=6.0 Hz), 
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7.42(d, 1H, 7=15.9 Hz), 7.51(d, 2H, .£=8.1 Hz), 7.78(m, 2H), 8.53(d, 2H, .£=6.0 Hz), 
8.78(br t, 1H, 7=5.7 Hz), 9.02(br s, 1H), 10.73(br s, 1H) 

<H3>^Ald|| 4 : yv-[4-(2-*>olH^Al7>aH]-£^til^)^^]^#ilo>T3>olH 

<iis> (4-i) 3-{4-[(^#2]ii^6Hic)pl|l]^)^Kal^ 41! 

<iie> ^ : 58%(2n£ SiQ) 

<117> !H NMR(CDCl 3 /raS) 81.34(t, 3H, 7=7.2 Hz), 4.26(q, 2H, .£=7.2 Hz), 4.69(d, 2H, / 
=6.3 Hz), 6.42(d, 1H, .£=15.9 Hz), 7.38(d, 2H, 7=8.1 Hz), 7.44(m, 1H), 7.50(d, 2H, 
.£=8.1 Hz), 7.67(d, 1H, 7=15.9 Hz), 7.87(m, 1H), 8.24(m, 1H), 8.42(m, 1H), 8.54(m, 
1H) 

<U8> (4-2) ^[4-(2-*>6lH^-Al7>SB>H.^«l^)^! ; i]^#^^> 0 lS- 

<ii9> ^ : 29%(1 JLSll) 

<120> i H NMR(DMS0-^ 6 ) 84.51(m, 2H), 6.45(d, 1H, 7=15.9 Hz), 7.35(d, 2H, 7=8.1 Hz), 
7.42(d, 1H, 7=15.9 Hz), 7.50(d, 2H, 7=8.1 Hz), 7.59-7.64(ra, 1H), 7.97~8.06(m, 
2H), 8.66(m, 1H), 9.02(br s, 1H), 9.36(m, 1H), 10.76(br s, 1H) 
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<121> <£X)cig 5 : yV-[4-(2-^olH^Al?>ew>S.^Wl^)^l^]-4-^^ejTa-l-^€S6>o>olH 



<122> (5-1) ^(4-^l = s.Alxil|l^l^)-4-Ji|l-2lTtl-l- < a€S<i>Til.e > lH 

<123> 4-3q*al^-l-^\ffl£AV(2.0 g, 10.5 mmol), (4-4*li^ll4\i)4i&#(4.3 g, 31.4 
mmol), l-*HH^lteM-°lHt(1.7 g, 12.6 mmol), ^ DMAP(256 mg, 2.1 mmol)* A 
5^(50 vLW $7}«H *W3L. EDC(3.0 g, 15.7 mnol)* $7}$- * »M 
S«Jrs>^4. SS* #tf*H ¥^*Ml, NaHC0 3 ^-§-^(50 mL)-g- ^7^4 

Itti 5% MeOH/CHCl 3 -§- 6 Jj(150 mL>2)6-S. ^t*>31, *7lf£ 3£(MgS0 4 ) $ 
^■-a-STj^S «2«|-Sa4. #4* ^^(-^^ 3% *m^/CHCl 3 W ^ 
3 MPLCS. 34*H « AJ 1 54 $ti-(2.56 g, 79*)£ ££4. 

<m> 1H NMRCDMSO-cfe) 61.96(m, 4H), 3.28(m, 4H). 4.41~4.47(m, 4H), 5.10(t, 1H, >5.7 
Hz), 6.53(11, 2H), 7.25(apparent s, 4H), 7.75(m, 2H), 8.59(br t, 1H, >6.0 Hz) 

<i25> (5-2) 3-{4-[(4-4#3^L-g€S^WiiHt]4^HHt# ^i^S. 

<126> #S^]H(0.93 mL, 10.6 mmoDt- THF(10 mL)i ^ 4£, "78 T^H 

THF(10 mLH ^r$] DHS0U.65 mL, 23.2 mmol) -M* $7]-"& 30£ 1^34. 
neloi, A^(4-^c>ic-s-AiBl|l^l^)-4-s|l-el^-l-^^!2:6>4 0 lH (1.5 g, 4.8 mmol)!- 
THF(200 mL)i $7} CTt^l * 1 aR>^<L> 1^1 -35 TJ 

4*1 <££aM4. 10 iMl, "78 ta HB|4 

1^(3.37 mL, 24.2 mmol)^: $7}^a4. 0 t4H 1 atfHfr 

44-24 





1020020019712 



#3 W> 2003/4/11 



#(150 mL)S THFfe- SS^-S Sfl ^SS^i}. #A>£- 5% 

MeOH/CHCl 3 -8-^(250 ni>2)^S. ^HM-a, -fMf^ 32:(MgS0 4 ) $ £3.2.3. 

MeOH/CHCl 3 W]s « AJ 1 #-§-*Hr W 

#(925 mg, 62%)# <3&i}. 
<127> #7l4M t^l^lH $W(1.35 g, 4.38 mmol) ^ (Ph)3P=CHC0 2 Et (2.29 g, 

6.57 mmol)* CH 3 CN(60 mLH *r*l 70 2 AR>f-# ja^^tf. £ 

tfWfl **K? ^f>«(-8-#^5 2% iW/CHCl 3 )°l #33 MPLCS. 

3*I*H «#(1.25 g, 76*)* ££4. 

<128> *H NMR(DMSO-cfe) 61.25(t, 3H, J=7.2 Hz), 1.96(m, 4H), 3.28(m, 4H), 4.18(q, 2H, J 
=7.2 Hz), 4.46(d ; 2H, .£=5.7 Hz), 6.54(m, 2H), 6.58(d, 1H, >16.5 Hz), 7.33 (d, 2H, 
J=8.1 Hz), 7.62(d, 1H, J=16.5 Hz), 7.67(d, 2H, M.l Hz), 7.76(m, 2H), 8.66(br t, 
1H, >5.7 Hz) 

<129> (5-3) ^[4-(2-*><>lH^Al?>=LWl.H^T3lld)€^]-4-^l-Bl i a-l-^^l2 i 6>Ti>6ls. 
<i3o> 3-{4-[(4-5H-^^-l-^€^^ d H^) D il^]=il^} <5 >3l^ 4-8-*} 
o^, zielal ^-71 1-3^ -ff-A>*|-7fl -M^SH £*fl 

<m> ^ : 35%(:?H 2*11) 
<132> 1H NMR(DMS0- 
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c%) 61.96(m, 4H), 3.28(m. 4H), 4.45(d, 2H, 7=5.7 Hz), 6.42(d, 1H, 7=15.9 Hz), 
6.54(m, 2H), 7.32(d, 2H, 7= 8.1 Hz), 7.43(d, 1H, 7=15.9 Hz), 7.50(d, 2H, 7=8.1 
Hz), 7.76(m, 2H), 8.64(br t, 1H, 7=5.7 Hz), 9.00(br s, 1H), 10.70(br s, 1H) 

<134> # 7 ] 50} ^flS^i 4^ 4-S|l-el ^-1-^^12:^ tfl^H 4-(4^ 

<135> (6-1) 4-clPl|^6Hii-^-(4--S>olH^AlTill^^l^)^lao].p>olc 

<136> 4-(^il*H^) ^12^015 mg, 5.54 mmol) ^ B^<^11^(772 yL, 5.54 mraol) 
£ CH 2 C1 2 (25 mLH ^Hfcl, 0 Wi Bop-Cl(1.50 g, 6.09 mmol)!- $7>3: ^ 
>H 20 W£ 5LW£4. ^-s- (4-fHiitilll5ll^)i€^ (760 mg, 5.54 

mmol) £ He)il4 1 ?l(1.54 mL, 11.08 mmol)^ %7}*}IL ^^8r<Hl^i ^ SH&S}£4. 
UBIjI, 50% NaHC0 3 ^-§-^(50 mL)# %7}*}5L, 5% MeOH/CHCl 3 -§-^(100 mL>4, 40 mL>2) 
±2. ^t*>£4. "fMf^ ^S(MgS0 4 )*>31 2i^S, ^ #2:*}%^. 

^e|«(-8-#«!: 2% *f|£-§:/CHCl 3 W MPLCS. 3*ll*H ^ ul^ 

*W(1.04 g, 66%)^ 

<l37> *H NMR(DMSO-cfe) 62.97(s, 6H), 4.41~4.47(m, 4H), 5.10(t, 1H, 7=5.7 Hz), 6.70(m, 
2H), 7.25(apparent s, 4H), 7.76(m, 2H), 8.63(br t, 1H, 7=6.0 Hz) 
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<138> (6-2) 3-{4-[(4-cHl*Mi;te€«Mii)ii0mTi}«>>a'i4 <ML 

<139> ^ : 74%( ^ 

<140> !H NMRCDMSO-^) 61.25(t, 3H, fin .2 Hz), 2.97(s, 6H), 4.18(q, 2H, .£7.2 Hz), 

4.46(d, 2H, £6.0 Hz), 6.59(d, 1H, £15.9 Hz), 6.71(m, 2H), 7.33(d, 2H, £8.1 Hz), 
• 7.63(d, 1H, £15.9 Hz), 7.67(d, 2H, £8.1 Hz), 7,77(m, 2H), 8.70(br t, 1H, £6.0 
Hz) 

<i4i> (6-3) 4-^il^p)t t - jV -[4-(2-^6lH^Al7>ai3>H.^ial^)^l^]^ls<>>p>olE. 

<142> : 58%(^ 3.m 

<143> *H NMR(DMS0-4) 82.97(s, 6H), 4.45(d, 2H, £5.7 Hz), 6.42(d, 1H, £15.9 Hz), 
6.71(m, 2H), 7.33(d, 2H, /=8.1 Hz), 7.43(d, 1H, £15.9 Hz), 7.51(d, 2H, £8.1 Hz), 
7.77(m, 2H), 8.68(br t, 1H, £5.7 Hz), 9.00(br s, 1H), 10.71(br s, 1H) 

<i44>^A]«i(| 7 : ^[4-(2-*>ol = ^.Al?>5«]-a.^«]^)^!l^]vl2€<>M 0 ]H 

<145> ^-71 ^Alofl 5^1 XllS*^^] q$ 4-^1-^1^-1-^^12:^ tflAjofl ^jS^ 

<146> (7-1) ^-(4-§l-olH^Alp|^^l^)q2^6l-4 <) lH 

<147> : 86%(€ 



44-27 



• 




1020020019712 



W 2003/4/11 



<14S>1 H NMR(DMSO-cfe) 84.46-4.92(111, 4H), 5.13(br t, 1H, >5.6 Hz), 7.28(apparent s, 
4H). 7.51(dd, 1H, 7=7.8 Hz, 4.8 Hz), 8.22(m, 1H), 8.71(dd, 1H, 7=4.8 Hz, 1.5 Hz), 

i 

9.04(d, 1H, 7=2.1 Hz), 9.21(br t, 1H, 7=5.7 Hz) 

<149> (7-2) 3-{4-[(^aHl2n^6Hii)ti||l]^|^K3l-a: °H1 ^I^S 

<150> ^ : 39%(ic^- jS*I]) 

<151> lH NMR(DMSO-cfe) 61.26(t, 3H, 7=7.2 Hz), 4.19(q, 2H, 7=7.2 Hz), 4.53(d, 2H, 7=6.0 
Hz), 6.60(d, 1H, 7=15.9 Hz), 7.38(d, 2H, 7=8.1 Hz), 7.52(m, 1H), 7.63(d, 1H, 7 
=15.9 Hz), 7.69(d, 2H, 7=8.1 Hz), 8.23(m, 1H), 8.72(m, 1H), 9.06(m, 1H), 9.26(br 
t, 1H, 7=6.0 Hz) 

<152> (7-3) ^[^-Bl-ol^Al^eHlS^^^)^^]^^^ 0 !^. 

<153> ^ : 74%(££ 31^1) 

<154> i H NMR(DMS0-</ 6 ) 64.51(m, 2H), 6.43(d, 1H, 7=15.9 Hz), 7.37(d, 2H, 7=8.1 Hz), 
7.44(d, 1H, 7=15.9 Hz), 7.52(m, 1H), 7.53(d, 2H, 7=8.1 Hz), 8.23(m, 1H), 8.72(m, 
1H), 9.05(m, 1H), 9.25(m, 1H) 

<i55>^Aldj| 8 : [4-(2-SHH^-Al7>sw>£ , atil^)^ll]^^ ^^^-3-^^111 
<156> (8-1) (4-*WhsaHM^)7>5## ^^^-3-^^111 ii^jS 
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<157> N,ff-f\2-lL , &*\o]v\tft(2.1 g, 12.8 mmolM- 1HP(15 nLH ^ 4 1 , THF(15 mLH 
flfc 3-s£\iH%?}E.V)^a.3 g, 11.6 mmol) 4^(4-6>4^il^NH3-§:(1.4 
g, 10.4 mmol) -§-^4 He)i€^(3.2 mL, 23.2 mmol)£ 
4. €tH W^i, # A ttr *(30 uL)3. fl^* * 10% 

MeOH/CHCl 3 4^(30 mL>2)^S ^#*>S4. *7)*£ 2S(MgS0 4 ) 3 ##23^3. 
f 1 * Sa^a, ^^K-g-t^}: 5ft ^W/CHClsW MPLCS. 3*I|SH 

*WHH1.S1 g, 46%)& 2&4. 

<158> lH NMR(DMSO-ofe) 64.18(m, 2H), 4.45(s, 2H), 5.08(s, 2H), 7.19(d, 2H, J=8.0 Hz), 
7.25(d, 2H, .£=8.0 Hz), 7.40(m, 1H), 7.77(m, 1H), 7.83(m, 1H), 8.52(m, 1H), 8.58(m, 
1H) 

<i59> (8-2) S^-tC^el^-S-^i^l^li^^M^)^!]^^} 6 ^!^: 

<160> (^^iH^-AHt^l^)^^ ^21^-3-^^1 A}.g-3H, ZL^JL # 

7] 5-2^1 *fl3:^4 ft^n 4l*l*H %.*\) ^12:^^4. 

<161>^ : 75ft(€ 3-%)) 

<162> lH NMR(DMSO-ofe) 63.72(s, 3H), 4.23(d, 2H, ^6.0 Hz), 5.09(s, 2H), 6.61(d, 1H, / 
=15.9 Hz), 7.29(d, 2H, j=8.1 Hz), 7.40(m, 1H), 7.64(d, 1H, J=15.9 Hz), 7.67(d, 2H, 
/=8.1Hz), 7.78(m, 1H), 7.90(br t, 1H, J=6.0Hz), 8.53(m, 1H), 8.58(m, 1H) 

<163> (8-3) [4-(2-^lH^-Al7>5 42-^»N)^l^]^W ^51^-3-^^1 41^31 = 
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<i64> s^-tC^ej^-S-^Dll^l^a.^ 0 ^!^)^^]^!^}^!^- iilflHt A> 
584. 

<165> ^ : 39%(M asfl|) 

<166> !H NMR(DMSO-tfe) 64.21(m, 2H), 5.09(s, 2H), 6.43(d, 1H, >15.9Hz), 7.28(m, 2H), 
7.40(m, 1H), 7.43(d, 1H, .M5.9 Hz), 7.51(m, 2H), 7.78(m, 1H), 7.89(m, 1H), 
8.53(m, 1H), 8.59(m, 1H) 



<168> (9-1) 4-(433-3- , M42«Hl) 1 ffl2:# 61)^^5 

<169> 4-€SS-g£li^^te^ « i^S(435 mg, 1.75 ranol) ^ H"l^«l'a 
(170 mg, 1.81 mmol)* O^dO mLH ***]3L, 0 TJ«1H B5l«fll4^1(488 yL, 3.50 
mmolM- %7}^3. 2 11^584. l>-§" £W£ CHC1 3 5. 

*}584. #4^r ^^(^M: 3% MeOH/EtOAcW MPLCS. 3M1*H %q 

3.m 3.4 W#(434 mg, 81%)* £#4. 
<170> lH NMR(DMSO-afe) 63.86(s, 3H), 4.68(s, 2H), 7.32(dd, 1H. ^8.4 Hz, 4.8 Hz), 

7.45(d, 2H, tt.l Hz), 7.55(m, 1H), 7.93(d, 2H, >8.1 Hz), 8.28(dd, 1H, M.S Hz, 
1.5 Hz), 8.36(d, 1H, >1.8Hz), 10.13(br s, 1H) 
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<i7i> (9-2) c-(4r*M=JMifl*j4M)-^ s I^-H1'M«We 

<172> 4-(4^-3-«J*14aiH 1 i)ta2/i+ m ii^2(1.91 g, 6.23 mnol)* THF(60 
mLH ^ojji, o TJoflAI 1HFC13.7 mL, 13.7 romolW W flfc 1M LiAlH 4 -§-^* ^7]-S> 
$4. €£4*1 «frfr*H 10 M# 3 7>«g $ 

f-^584. ^hS- 0 tS Na 2 S0 4 3& ^-§-^(1.9 mL)# 7)-*H *> 

f-#*M4. IN HC1 -§-^(13.7 mL)o.S M^jI, THF^r f't 
32*}-$i4. #4fe 1-C70 mL)S SJ3$ £ CHC1 3 (50 mL>§)AS. ^#^4. -fr 
7]#£ £^#3. ^<H£ 32(Na 2 S0 4 ) % #<&3~HSL3. *^S}$t4. #4*r € 
3*K*<-frM: 6% *M#/Et0Ac)°j ^€ MPLCS. 3*«H 2n£4) ol^s? 3E^1 
g, 83%)* £&4. 

<173> *H NMR(DMS0-tf 6 ) 84.48(s, 2H), 4.50(s, 2H), 7.22(d, 2H, >8.1 Hz), 7.29(d, 2H, / 
=8.1 Hz), 7.32(m, 1H), 7.55(m, 1H). 8.26(m, 1H), 8.36(m, 1H) 

<i74> (9-3) 3-[4-(4em-3-«J^4£lH!)Jra4H!<& 4)^ = 

<i75> c-(4-*M^AiPj|i^]ii)-^^ia-3-^Ti))^$o> P >o)H# aelui 

7] 4JAH 5-22] ^2*^4 -frWIl M ^W* ^24594. : 

53%(^ jlifl) 
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<176> 1H NMR(DMSO-cfe) 81.27(t, 3H, J=l .2 Hz), 4.20(q, 2H, 7=7.2 Hz), 4.60(s, 2H), 
6.64(d, 1H, 7=15.9 Hz), 7.31(m, 1H), 7.33(d. 2H, 7=8.1 Hz), 7.55(m, 1H), 7.63(d, 
1H, 7=15.9 Hz), 7.70(d, 2H, 7=8.1 Hz), 8.27(m, 1H), 8.36(m, 1H), 10.20(br s, 1H) 

<177> (9-4) ^6lH^Al-3-[4-(^^^-3-^'i4S.^ ti IIl)^^] d >Hlo>p>o]s. 

<178> 3-[4-(^Bl^-3-^^4a-^it)5fl , d]^Ht'il- ^1 AH-SH, =L$3L 

#7) <^h 1-3^ ^wj-'M ka] ^si-ot. 

<179> ^# : 64%(€ 2*H) 

<180> *H NMR(DMSO-cfe) 64.59(s, 2H), 6.46(d, 1H, 7=15.9 Hz), 7.30-7.34(ra, 3H), 7.44(d, 
1H, 7=15.9 Hz), 7.52~7.57(m, 3H), 8.28(ra, 1H), 8.37(m, 1H), 9.04(br s, 1H), 
10.08(br s, 1H), 10,75(br s, 1H) 

<i8i>^Al<sfl io : 3-[4-(ii^l^£liB||l)^|^]- i v-g|-6]HS.Alo>3^ol.p>olH 



<i82> (lo-D 4-(5H\i<a4^i!)to-9- ^^ns 

<183> <S!333-a-(i.3 mL, 13.1 mmol) £ terHMM«(1.47 g, 13.1 maoD* DMF«H1 % 
7\*[5L, 0 TC<>W 4-(ti SLapflDrfflStf nfll ii3]a(3.0 g> 13.1 mmol)* $7}$ 4 
•§•, 1 ARV^J: 80 ~ 90 t s^Afl ^, 

d^AS ^ ^3>^cf. ^a>^ i-(30 mDi ^}IL, CH 2 C1 2 (200 bL)<L& ^f>} 
?i£(MgS0 4 ) ^ ^^^^ ^ 2£3>5!ith #4^ 
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l(-§-#^: 10% EtOAc/^W ^€ MPLCS. 3*fl«H *H jl^ 3^1-(2.74 

g, 81*)'* 9*m. 

*H NMR(CDC1 3 /TMS) 63.90(s, 3H), 4.12(s, 2H), 7.19~7.30(m, 5H), 7.32(d, 2H, /=8.1 
Hz), 7.94(d, 2H, ^=8.1 Hz) 

<185> (10-2) 4-(Mte^!)'ffl2:4!: ^ 

<186> 0 4-(s| ^01 ofl^£fl^(2.5 g, 9.68 mmolH 4£ 

(OXONE; 12.5 g, 20.32 amoD-fr $7>Sj-aI #4 W 

NaHC0 3 ^-8-^(25 nL)-g- fl7}*|-3L, CH 2 C1 2 (250 mL)°-5L ^MOT. -fi-7]^8: 3£ 
(MgS0 4 ) £ ^ ^s^^tf. ^^(-g-fJj: 1% MeOH/CHCl 3 

)«1 MPLCS 31^1^1 £4 ^#(2.36 g, 84«)& <3£4. 

<187> 1H NMR(CDC1 3 /TMS) 63.84(s, 3H), 4.81(s, 2H), 7.29(d, 2H, /=8.1 Hz), 7.57~7.62(m, 
2H), 7.69~7.72(m, 3H), 7.86(d, 2H, M.l Hz) 

<188> (10-3) ^-(M-i^ill!)^]*!!^ 

<189> 4-(>§3!i§.£ 1 d*l]l) 1 ffl2:'i}: it ofl^a(2.3 g, 7.92 moDl- CH 2 C1 2 (50 mLH $ 
7>*]-aL, -78 DIBAL-H(1M in toluene, 16.6 mL, 16.63 mmoDl- 37>$ ^, 

2 x|*Hftt a^sa4. Shfr 0 ts. ^^U, NH4CI «H-«q 

(250 inL)-i- €31*1 ^7>5>^4. 10% Me0H/CH 2 Cl 2 (1.5 L)i£ ^#*Ka, -fWf^g- 3 
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S(MgS0 4 ) $ ^M^S « Sa«|-5ft4. **>fe MeOH/CH2Cl 2 /*fNS &^±3. 
l^sHH €^ H^fil S.A *TO(1.66 g, 80*)-§- ^Sft4. 

<190> !H NMR(DMSO-cfe) 64.45(s, 2H), 4.64(s, 2H), 7.08(d. 2H, .7=8.1 Hz), 7.21(d, 2H, / 
=8.1 Hz), 7.56~7.61(m, 2H), 7.69~7.73(m, 3H) 



<191> (io-4) 344K^M3£\Hl)s|]\iWaltf 4)1 i^BflS 

<192> [*-(M4£tii|«)S||tiMtt*4 WH, n^Ja #71 5-2S] ^tHj 

<193>^ : 82%(^ 5Lzf{) 

<194> X H NMR(DMSO-tfe) 63.72(s, 3H). 4.73(s, 2H), 6.64(d, 1H, >15.9Hz), 7.18(d, 2H, / 
=8.1 Hz), 7.57~7.65(m, 5H), 7.70~7.74(m, 3H) ' 

<19S> (10-5) 3-[4-(^^^5^^1)^]^]-^olHS.Al6> a ^6>p]-olH 

<i96> 3-[4-(^!^£^Bi|^)ii]^]6>atA> ofl^ ofl^^Hi. A>-g-tH, W <i*l 
i 1-3^] *I]3E«4 4H*H Wt* aflsam. 

<197>^# : 52%(^£ al^fl) 

<19 ^ Ml NMR(DMSO-ofe) 64.71(s, 2H), 6.45(d, 1H, J=15.9 Hz), 7.17(d, 2H, /=8.1 Hz), 
7.41(d, 1H, /=15.9Hz), 7.47(d, 2H, J=8.1 Hz), 7.57~7.62(m, 2H), 7.71-7. 74(m, 
3H), 9.04(br s, 1H), 10.75(br s, 1H) 
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<200> #7] 4£*H 1031 *HS«<HH 2\t}$, 4# fl^-a- tflXH} 2-^£s|Bm^ a> 

<201> (11-1) 4-(3^ 2^-2-^4^*0 Dtl^ ^1 

^ X H NMR(CDC1 3 /TMS) 83.89(s, 3H), 4.48(s, 2H), 6.99(m, 1H), 7.15U, 1H), 7.44- 
7.50(m, 3H), 7.95(d, 2H, ^8.1 Hz), 8.45(m, 1H) 

<203> (H-2) 4-(^2l^-2-^£^p|l^)^l£-a: wfll <t2&B. 

^ !H NMR(CDC1 3 /™S) 83.83(s, 3H), 4.94(s, 2H), 7.34(d, 2H, J=8.4 Hz), 7.76(m, 1H), 
7.84(m, 1H), 7.86(d, 2H, J=8.4 Hz), 8.07(m, 1H), 8.85(m, 1H) 

<205> (11-3) [4-(43^-2-^si*llt)*l|\iJ«l|^i- 

<206> !H NMR(DMS0-^ 6 ) 64.44(s, 2H), 4.78(s, 2H), 7.12(d, 2H, >8.1 Hz), 7.21(d, 2H, / 
=8.1 Hz), 7.75(m, 1H), 7.84(m, 1H), 8.07(m, 1H), 8.86(m, 1H) 

<207> (H-4) 3-[4-(^el^-2-^i^^|l)^|^]6>Hl^ iitfle 

<208> Ml NMRCDMSO-cfe) 63.72(s, 3H), 4.87(s, 2H), 6.63(d, 1H, ^=15.8 Hz), 7.23(d, 2H, / 
=8.1 Hz), 7.61(d, 1H, J=15.8Hz), 7.64(d, 2H, >8.1 Hz), 7.76(m, 1H), 7.86(m, 1H), 
8.08(m, 1H), 8.86(m, 1H) 
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<zo9> (ii-5) ^H^^l-3-[4-(^^ia-2-^s^^ll)^l^]6>alol-4 0 ls- 

*H NMR(DMSO-cfe) 54.85(s, 2H), 6.43(d, 1H, 7=16.2 Hz), 7.21(d, 2H, 7=8.1 Hz), 
7.40(d, 1H, 7=16.2 Hz), 7.47(d, 2H, 7=8.1 Hz), 7.76(m, 1H), 7.85(m, 1H), 8.08(m, 
1H), 8.86(m, 1H), 9.04(br s, 1H), 10.74(br s, 1H) 

<2ii>^Ali 12: ^o]H^Al-3-[4-(5q2l^-4-^i^^l)^|^]4aloMolH 

<212> 105] a^HM 4# ^M^* 4-^^£S)5]^4 *} 

<213> (12-1) 4-(^ 3 £-4-^3^*11 1)€2*> ^11 41^3. 

<2 14> !H NMR(CDC1 3 /T1S) 83.91(s, 3H), 4.24(s, 2H), 7.09(m, 1H), 7.47(d, 2H, 7=8.1 Hz), 
8.01(d, 2H, 7=8.1 Hz), 8.38(ra, 1H) 

<2is> (12-2) 4-(s|Hl^-4->ii^il)«2:'a: 

<2 16> 1H NMR(CDCl 3 / , mS) 63.93(s, 3H), 4.39(s, 2H), 7.20(d, 2H, 7=8.1 Hz), 7.48(m, 1H), 
7.97(d, 2H, 7=8.1 Hz), 8.81(m, 1H) 

<2i7> (12-3) [4-(^Bl^-4-^£^^l)^|^]i^"i- 
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<2 18> 1H NMR(DMSO-flfe) 84.46(s, 2H), 4.74(s, 2H), 7.13(d, 2H, 7=8.1 Hz), 7.24(d, 2H, 7 
=8.1 Hz), 7 Mm, 2H), 8.87(m, 2H) 

<219> (12-4) 3-[4-(^Bm-4-^£\W)^HHl4r 4|« <fl^S 

1H NMR(DMSO-cfe) 61.34(t, 3H, 7=7.2 Hz), 4.27(q, 2H, 7=7.2 Hz), 4.36(s, 2H), 
6.44(d, 1H, 7=15.9 Hz), 7.15(d, 2H, 7=8.1 Hz), 7.45(d, 2H, 7=8.1 Hz), 7.50(m, 2H), 
7.64(d, 1H, 7=15.9 Hz), 8.82(m, 2H) 

<22i> (12-5) yV-«]-o]H^l-3-[4-(^B)^-4-^£^il)^|^]4HloM«>lH 

^ *H NMR(DMSO-cfe) 8 4.88(s, 2H), 6.46(d, 1H, 7=15.3 Hz), 7.21(d, 2H, 7=8.1 Hz), 
7.36(d, 1H, 7=15.3 Hz), 7.49(d, 2H, 7=8.1 Hz), 7.70(d, 1H, 7=5.4 Hz), 8.88(d, 1H, 
7=5.4 Hz), 9.07(br s, 1H), 10.76(br s, 1H) 

<223> ^*hh*i imj* ^n*\$= «4 ^i*. 

<224>^^6fl i : ^S^[|iq s.^ ^(In vitro cytotoxicity) 

<225> 3 # ^li^(cell lines)!- MTT &q-g- ^*fl ^lSrOT. 4 

SL^f- ^-^(100 units/mL) ^ t^^S. til%W€ 10% iBflo} f^o] flfe rpmi 
1640 «fl9Wi 37 t, 5% CM Hfl'-a *13 « s) 

* ^^^"l- ^5- MiH-l- -*7] W^-fr 96-f 
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21 4is ^# ^W$t}. a]^ s^tf-l- dmso €^3.43 *J4i^ bB^JIS 

10 wfi SHSr&4. a|£« 180 ii L m*3 443 1H 3#*Ka, 8 71)3 ^o] 
«■ 20 uL ij-w-i- 443 €i 37r*rS4. W. #7] #31 

°1H» 4<H ^ 37 V, 5% CO2 4«1 ^#3 «Q$ :fofl, JJTT 

0.1 mg(5 mg/mL3 -g-^ 20 pUf- 443 44 $7}S>$4. ^al #7l #31 

°1H* 37 T3«1H 4 Al^V mo^^tj.. AJ-7] #^|olHl- 1000 rpnrtH 10 

fl«H DMSO 150 uL# 443 fofl ^7>^^4. #^6lH§ 550 nmS. <fiBl4 

^:£7l(Elisa reader, Dynatech, MR 5000) ^^§>^tj.. t^g. a is} 

ICgo^r « 4|M 50% ^ H-^t WlSU, 3ff 

HSU^j-fr ^l-g-^H 33^3 7fl#3 44 ^(quantal probit analysis)^- 

<226> [s 1] 





iCa, um; 1 


A-549 


SK-BR-3 


MKN-45 




11.98 


3.19 


38.59 


<a*M 2 


1.65 


0.27 


2.94 ! 


3 


3.02 


1.72 


56.06 


i -M^HI 4 


2.23 


0.87 


3.64 


! -M^H 5 


0.35 


0.11 


0.80 


[ ^Hl 6 


0.48 


0.16 


0.83 


*M«H 7 


2.89 


1.28 


4.98 


*l*M 8 


2.61 


1.12 


3.34 i 


9 


36.96 


22.90 


61.97 


1 -a^efl 10 


11.08 


4.57 


8.34 
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<228> oi^v % #o}-(gastric adenocarcinoma) 4|£(SNU-16, 601, 620 # 638)f- fR" Afl 
S.*r ^ (Korean Cell Line Bank) 4 f-sfl tJ^SS^, 10 % ±4°} 13 3H^H4l 
(10 mg/mL)3. ^B]^ RPMI 1640(Life Technologies, Inc.)3 Hfl ^=2^(20 % 0 2 ^ 
5 % C0 2 , 37 1C)«HM «HWS4. 4« (DMS0H -g-tfflAl^l^l 

<229> ^13L^(5>106)# uMW $ «11W$4. 2 4 

&i iHSa(dounce strokes)3. ^^-S}?] ^afl , -M|£f~i- fc^^S nVf-jz. i ^ 
t^H)^ -8-^ (lysis buffer)[10 raM Tris-HCl, pH 6.5/50 mM if- »Wg»r 0 l 

H/l % Triton X-100/10 mM MgCl 2 /8.6 % ^H£i]i ^€^1^4. «l* 700 rpntfl 
4 5 * €^^2l«r31, 1 raL^l -g-Sfl «<W*1 3$ ^3*r34. W m 4 
1 mL^ Tris-EDTA -§-^(10 mM Tris-HCl, pH 7.4/13 mM EDTA)*W ^fl*r5S4. 

«l* t!** ioo pL^i «g^^ofl ^^#4. ^-a>^. 3^ ^ £7 |. 

0.2 M°l ^#<* «7>*rSaa, 31*1 SLttfc*. 1 Stt 

«fl 13,000 rpm^S. 10 § 4 SUJfcSWoL, <9**# 

1 mLS] <>M^S -20 TC«fl>l ^#*r£4. 
<230> ttU* 13,000 rpmAS. 10 £ 4 €^^*H "HHKa, °) 

# *7]^«W ^Sfcil, 50 - 100 uL3 1-i ^^4^4. #^(20 jks^I 
€)-§: ^f^t loading buffer)*TH ioo tS. 5 €-S*l?l3L, 15 %2] f-34H 

1-4 MBS.11-S.i(0.2 ^) $H 3^ H3 SE^ H4^ 
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(Upstate Biotechnoloty IncJS. ^*>55l4. tfS* 3-W#7ll(Amersham) 

- -r^^sa^. m^, &m ** ^ 

^5L$ £ l£ yV-[4-(2-^6lHS-Al7>ew>2.^Wl^)^^]-4-3qi-^^-l-^^!S6} 
£ H 3*1-3 ^[4-(2-^olH^Al^ett}£^al^)ia^]-4-3t|l-2l^-l-^«2:6Mol=.^ 
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WW l] 

4-5- J?-*H IS S.*}s\$= W# £te 6 13 ^m^^-S «l-8- 7}^ <3 : 

[ i] 

A— (CH^-X— (Clttv^ 



, *MH*M7l, ©M2t7l, ^BS7l, X|*}2n7l, Ci~C 4 «7l, Ci~C 4 W*l 
71, Ci~C 4 o>nltM7l, Ci~C 4 M^M, Ci~C 4 <>Hl7l, d~C 4 ^^lM, 
Ci~C 4 t«E]^.7|, Ci~C 4 WiiM7l, Ci~C 4 ^WiSW-M7l, ?>=4^7l, 
Ci~C 4 W^^SJi^7l, 3**71 $ ^^S4°l#7l 1 ^ 47flSl *1$ 

7la *1M ^ si**]; 

in ^ 0 vfl^l 4S1 44to 

if * t 

OR, 0 R, — s— — N— s— 

X ^ — c-N-, -o-c-n- o , a # iWBjl; 

Ri g R 2 fe ^4 ^£€4 £tt C!~C 4 t^lf- 44^4. 




0 



WW , 
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*o i w sa^. 

S.o]-p]-o|je , 

^[4-(2-^olHSA)^HH>a^til^)^^]-4-(4_^^^_2_^ pI | 1 ^j [fl ^_ 1 _^ ) ^j a 

-[4-(2-*M t=JH a aj.i2.ej a] ^ ) g 3 ] -4.(4-31) 3 3-4-^] 3 3] ^ gj. ) ^ 
2iO].o].o]^ i 

JV- [4-(2-*f«>l A] 5 a>£<ga] ^ )1 ^ ] 3) -f-^ (S^O] c , 

# _[4_(2-§>o)h^a1 tifS^til ^)^^]-4-irIf.e] ^-l-^^so^o] = ( 

// -[4-(2-5H H^-A] ?}3 affi^ «1 ^) 1^ ] U)3ll6>P>Ol = ( 

U^-^oliE^Al^aBVjji^H)^)^^]^^ S| il| 13-3-^1^ 6\}^m > 
N -*M i= -Hf-A) -3- [4-(^ 3 i=l-3-<a ^JE.^ tii] f ) 3) ^ ] ofHl 6>p]-o1 = , 
3-[4-(^^£^p)| 1 ^]-^s]-olHS.A| ofHl<>l-P>o]H , 
N -«M JE-S-a] -3_[4_(s) 3 tig 1)3^1 6}3_^o}v\o] c, ^ 

yV-^6lH^A)-3-[4-(5q^Tci-4-^3£^tiJ^)^li]6>5 L t<>WH a}^ ^ 
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3] 

4£ IS SAls)^ jj-tff. £ ^ o)<q 0.3. «|£ <%o] 

^sL JHHg 

[ i] 



A— (CHJu-X— (CH 2 )„ 




44-43 



1020020019712 



#3 W: 2003/4/11 



[£ 1] 



SNU-16 



SNU-620 



Coomassie 
Blue staining 




Ac-Histone H3 



Ac-HIstone H4 
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SNU-601 



SNU-638 




Coomassie 
Blue staining 
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Ac-Histone H3 



Ac-Histone H4 
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